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AB The combination of a metabolic rate-modifying agent (e.g., a .beta. 3 

adrenergic receptor agonist) and a feeding behavior modifying agent (e.g. 
a NPY5 antagonist) is useful in the treatment of obesity and diabetes, 
either as compds . , pharmaceutical^ acceptable salts, or pharmaceutical 
compn. ingredients. Methods of treating obesity and diabetes are also 
described. 
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RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 
(agonists; combination therapy for the treatment of diabetes and 
obesity) 
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AB Methods are described for treating sexual dysfunction, such as erectile 

dysfunction or sexual arousal disorder, with peptides having the sequence 
-D-Phe-Arg-D-Trp- . A particularly useful compd. is HP-228 
(Ac-Nle-Gln-His-D-Phe-Arg-D-Trp-Gly-NH2) , which was prepd. by the 
solid-phase method and assayed for biol . activity. The invention also 
provides methods for selecting melanocortin receptor-3 ligands by detg. 
whether a compd. modulates the activity of MC-3 as an agonist or 
antagonist. These methods can be used to screen compd. libraries (e.g., 
benzimidazole derivs . , which are claimed) for ligands to treat 
MC-3-assocd. conditions . 
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AB Compds. W- (CH2)y(CR4R5)xCO-X(Rl)CHR2 (CHR3 ) r (CH2 ) sCO-E [X = N or CH; Rl, R3 
= H or alkyl; R2 = H, aryl, cycloalkyl, heteroaryl, heterocyclyl , 
(un) substituted alkyl or alkenyl; Rl together with R2 or R3 or R2 together 
with R3 form mono- or bicyclic aryl, cycloalkyl, heteroaryl, or 



heterocyclyl ; E = (un) substituted pyrrolidine piperidino, or 
hexahydro-l-azepinyl; R4, R5 = H, (un) substituted alkyl, halo, hydroxy, 
amino, aryl, cycloalkyl, heterocyclyl, spirocycloalkyl ring; r, s = 0 or 
1; x, y = 0-4; W = amino, carbamoyl, amidino, guanidino, heteroaryl, 
heterocyclyl, etc.] or their pharmaceutically-acceptable salts or prodrugs 
were prepd. as modulators of melanocortin receptors, particularly MC-1R 
and MC-4R. Thus, peptide I was prepd. by a soln. -phase peptide 
coupling/deprotection scheme. 
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Rl, R3 = H or alkyl ; R2 = H, aryl, cycloalkyl, heteroaryl, heterocyclyl, 
(un) substituted alkyl or alkenyl; Rl together with R2 or R3 or R2 together 
with R3 form mono- or bicyclic aryl, cycloalkyl, heteroaryl, or 
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AB Co-administration of a. melanocortin receptor agonist, particularly an 
MC-1R or MC-4R agonist, and a cAMP phosphodiesterase inhibitor is 
described for modulating levels of cyclic adenosine 3', 5' monophosphate 
(cAMP) in a mammal. The inventive co-administration is useful in the 
treatment of diseases affected by activity of cAMP-PDE, including without 
limitation, inflammatory bowel disease, irritable bowel syndrome, 
rheumatoid arthritis, osteoarthritis, pancreatitis, psoriasis, migraine, 
Alzheimer's Disease, Parkinson's disease, transplant rejection, asthma, 
acute respiratory distress syndrome, chronic obstructive pulmonary 
disease, stroke, and neurodegeneration of, and consequences of traumatic 
brain injury. 
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